
[12] tmmwMm 



[21] ^ii^ 02111627.x 



[51 3 Int. a' 

A61K 31/353 
A61P 35/00 



[43] <StW B 


2003 10 ^ 1 0 


[113 ^JF-^ CN 1444935 A 


mi #«H 


2002.5.9 C21 3 02111627.x 


[743 '^mitrntum ±»«5^^^*)^aWPSlfft^ 


[71] mmx 




■SI 




200237 ±«ftTlT^rE*SEIfel^ 130 




[723 «WA 


$Km3t ^Mis: ^tsm 











[54] atws«5 ^?a-^^jL^^?a^^ masftjajw 

[57] IKS 

iS:^^^B8( ( - ) - epigaUocatechin gallate, EGCG) 

Mo 



I 

oo 



CO 
CO 



02111627.x 



U f'J 




m/iM 



2 



02111627.x 



i$t m 45 



^'^tnM^ (multidrug resistance, MDR) &^f^mm^M—^M'^MM^^l^ 
ll^®a;^|5lit^#gt MDR |5)B=j-, MDR mM'5ri5jW#?E#?'l'ial§ 

MDR mmmm^tfimm^-^m . ^^:kmmi&nMitf7m<^M mdr ^mmff 

mdr mmm^'n^m mdr m^^m&si^mitffmnw$.^ 

m DMEM *&#yg|f&# EGCG m 10-1.00 U g/ml. 5ft^l^t*m (MTT) ^ilttfe 
EGCG 51* MDR |ISaifl6fKjilDl}&#i4f^ffl. ^^iSc^i^^S MDR USaBflU 
10*cell • ml-' 96 Hm^^, 0.2ml. ^i-^JillA 10-100 u g/ml 




02111627.x iJi BJi ^ W^/&M 



fPa«fi<Ht#ifil^# 1-4 ^, ^^^Jtm 4 /hW«?LJnA 5mg • mi:' MTT 10 u 1. 
^#^^^#?LjbnA 0.04 N DMSO (H^HaEPl) . =§?L 150i»l, 10 min, 

m T^l^J^1S!i^±mm, M BioRad 550 S^^iJC, U 550 nra 655 

CIC50) 

pm±i^mm^^mnu^s. (icso) , mMm±^m mdr is^ia 

lO^ccU • ml-' 96 ?L^#^, 0.2nil, ^fc^}-^JJnA^I|fc5lp$ll*^tSUil^fitJ 

EGCG titm MDRmmm, f^^iiaAi¥>^fiM^^mmmmm, ^&^m>a 0-3211 
mi..^nw.MBocG^mi^^aim'T^m^WiS^^M (kb-3-i) mmmmii. 

ms EGCG M KB-3-1 m KB-A-l ^iSmtfyi^'^ 
m 6 EGCG m KB-A-l ^ l^ial^ttfi^Ji^^^f^ffl 

EGCG )ft MDR mm (KB-A-i) m'^'JUWiB^mm ckb.3-i) mmfkm\ti^ 

fl9 ♦ 
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EGCG Sigma ffi DMEM ^#«#^M^^^5JS. ^fflH^ffi 

CMTT) ^Sttb-feriSB^ EGCG JCt MDR ^Ji& (KB-A-1 ) ^i5«^®@^£^JiB 

(KB.3-1) mmmmiiii^mo mm^^^mmm lo^ceii • mr' 96 

fe, =$?L 0.2ml, ;a-»JJqA-^«iJ« 6«I TP 10 EGCG *h3l, #«EjK¥1f 4 ?L. 

Jbn^SWxfitlftM. 1^ 37-C, 5% CO, S.t&^ffiJafi*]^#*li§^ 1-4 ^» 
±fr 4 'hBt#?LJnA 5mg • ml" MTT 10 u I, :^#^m^*?LJnA 0. 04 N DMSO ( " 
^tt3EfSl) , 'St?L 150 ul, 10 min, MH j^^J^^^±1^M. ffi BioRad 

550 MBS^(X., 550 nro 655 ran ^f^^m^-^m^^^^BL. Wflt 



^ I.^^^^JS EGCG ^PI-l^ffiBt fi]T5?«t KB-3-1 









(%) 




< i» g/ml) 


24h 


48h 


72h 


96h 


0 


0±0. 082 


0±0. 094 


0±0. 097 


0±0. 128 


10 


7.40 ±0. 095 


10.19+0. 093 


21.54±0. 184 


32.45+0. 119 


20 


30.86 ±0. 106 


34.50+0. 147 


42.02 ±0. 136 


44.12±0. 151 


30 


43.70 ±0. 127 


46.18±0. 136 


50.06 ±0. 105 


69.15 ±0, 137 


40 


49.49 ±0. 108 


52.53 ±0. 153 


61.32±0. 139 


74.8 1 ±0. 158 


50 


52.32 ±0. 117 


56.36 ±0. 129 


68.38+0. 144 


82.79±0. 154 


60 


54.05 ±0. 135 


63.64±0. 191 


68.91 ±0. 154 


83-33 ±0. 088 


70 


55.86 ±0. 118 


64.07±0. 138 


70.25 ±0. 182 


86.40 ±0. 173 


IC50 ( P 


41.43 


36.50 


27.49 


26.80 



g/ml) 
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C%) 




( u g/ml > 


24h 


. 48h 


72h 


96h 


0 


0±0. 099 


0±0. 166 


0±0. 091 


0±0. 164 


10 


2.77 ±0. 184 


4.85 ±0. 125 


5.33 ±0. 155 


5.78±0. 145 


20 


3.46±0. 192 


11.19±0.085 


32.03 ±0. 109 


33.07 ±0. 137 


30 


15.67±0. 135 


24.62 ±0. 166 


41.35±0. 116 


52.89 ±0. Ill 


40 


16.23 ±0. 146 


37.90 ±0. 122 


52.84 ±0. 147 


65.92 + 0. 158 


50 


18.1 ±0,132 


42.74±0. 172 


55.2 1 ±0. 144 


67.97 ±0. 126 


60 


26.68 ±0. 055 


51.45±0. 178 


63.03 ±0.059 


80.32 ±0. 142 


IC50 ( w 


158.42 


59.97 


32.66 


27.89 


g/ml) 











it^WIS^^IS: (resistance factor, RF=IC50(KB-A-l)/IC50(KB-3-l)) . 
ja.®3> ®4> ®5iS^T^: 



02111627.x 



ife "B 45 ^5/6M 



^ 3 EGCG j^^mmM'mitffmi^mmm^\^n 



ICso(ng/nil) 


Dox 


Col 


Vin 


EGCG 


KB-3-1 


69.48 


6. 89 


37.89 


27490 


KB-A-1 


8320 


770 


2610 


32660 


Resistance factor 


119.75 


111.76 


68. 88 


1. 19 



u±mM^mm. KB-A-i mmm^m'^mM.ii^tnMi^m kb-3-i mmmtfy^.^ 

m^nmm> Ng|J[a«M6?}l§#JBPRl^i«J^3'c KB-3-1 6«jf^ffl, -©llii^^^ kb-a- 

Wo 

3: 

EGCG MMUMIffL^^W^t^Bi^: 

^MI&^-^m^M 10*cell • ml- S^^tT 96 ?L^#m. #?L 0. 2inl, ^j^MMiA 
40iig/rol lOiig/ml EGCG ilbS, i^fSMXm^Mf i^&MB^ 0-32itg/ral, 
TO 4 ?L, * 37-0. 5% COj &^a^Ma6«J«#^«f 

3 ^, ^3&^ihmr 4 /hW=©?L*nA 5mg • ml-'MTT lOy 1, Jg#^^^#?L 
iJOA 0.04 N DMSO ( — ¥S3E5Rl) . ISOw 1. 10 min, MTT T^^J^^ 

^±^m, ffi BioRad 550 MS$#t5C, (Jil 550 nm i^n'^^^^. 655 nm :5^#M^^-t^ 

m^^m.^m* ^ta^mnm^BL (ICSO) , -it^il^fgi^ C reversal index, 
RI) . ^^^^JE@6. 

J^B 6 WUil^tii: ^il lOp g/ml M EGCG iiSB, StiS^flfi^ KB-A-1 Jtjpg^ 
^fit) IC,,,;^ 10. 35p g/ml mH 5. 45p g/ml j|*$^{$i!f^5ij HJ T 1. 90, &^^m 

mm^^ EGCG mmm^m^mjs. mm^^mi^^^^^^mmmmm 55.77%^ 



02111627.x Tit 13 45 J|6/6i5 



MTmii 40.31%, mKi!^^mm.i^mmnmmmR^m^Jt^Mi^mmm. ^ 
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